Introduction
============

Endometrial cancer is one of the most common gynecological cancers and its incidence has increased worldwide in recent years ([@b1-mco-0-0-2053]). Although low-risk and early stage endometrial cancer patients have a favorable prognosis, there are few effective chemotherapy options for high-risk patients. Although Pembrolizumab (a PD-1 inhibitor) was approved for use in patients with microsatellite instability-high tumors, which are often seen in endometrial cancer, no molecular targeted therapies for endometrial cancer have been approved to date ([@b2-mco-0-0-2053],[@b3-mco-0-0-2053]). Thus, it is important to diagnose endometrial cancer at an early stage. Dilation and curettage (D&C) is a common diagnostic procedure. Although almost all institutions perform D&C for examination of endometrial cancer ([@b4-mco-0-0-2053]), there is a weakness about using D&C for the diagnosis because this blind procedure might miss endometrial cancer ([@b5-mco-0-0-2053]). Therefore, this procedure has a high rate of false negatives. For example, Liu *et al* showed that failure rates with D&C were 7.75% ([@b6-mco-0-0-2053]). In contrast, hysteroscopy is generally the common standard procedure for examining endometrial lesions, evaluating the uterine cavity directly, and performing the biopsy. In addition, office hysteroscopy is a minimally invasive procedure and easier to schedule than hysteroscopic biopsy in hospitalization. Recently, some reports indicated that hysteroscopy is a useful procedure for diagnosing endometrial cancer ([@b3-mco-0-0-2053])

Here, we report the case of a patient with suspected endometrial cancer; however, it could not be diagnosed via D&C and hysteroscopic biopsy during hospitalization, and she was diagnosed with the condition via office hysteroscopic biopsy.

Case report
===========

The patient was a 40-year-old woman with no history of pregnancy or delivery. Her menstruation is irregular. She visited the local clinic for hypermenorrhea. Endometrial polyp was detected by transvaginal echo and transcervical resection was performed. Pathological finding was atypical glands of uterine corpus. Atypical glands might suggest atypical endometrioid hyperplasia complex or endometrioid adenocarcinoma ([Fig. 1A](#f1-mco-0-0-2053){ref-type="fig"}). It is necessary to rule out atypical polypoid adenomyoma. She visited our hospital for further examination. During gynecological examination, abnormal findings were not detected. Endometrial thickness was determined via ultrasound. Blood test, cytological and histological examination did not reveal abnormal findings ([Fig. 1B](#f1-mco-0-0-2053){ref-type="fig"} and [C](#f1-mco-0-0-2053){ref-type="fig"}). Additionally,pathological examination was not abnormal in our hospital. Magnetic resonance imaging (MRI) was performed in our hospital, and it showed endometrial thickening (10 mm) ([Fig. 2](#f2-mco-0-0-2053){ref-type="fig"}). There was no evidence of invasion to the wall of the uterus. On computed tomography scan, there were no metastatic lesions or enlarged lymph nodes. Therefore, we performed hysteroscopic biopsy and D&C under anesthesia after admission. However, there were no hysteroscopic findings, and pathological findings showed the endometrium to be in secretory phase without malignancy ([Fig. 3](#f3-mco-0-0-2053){ref-type="fig"}). Although we followed up the patient to perform cytological examination of the endometrium in outpatient clinic after the operation, we did not detect abnormal findings. We planned to perform hysteroscopic biopsy in the outpatient clinic 5 months after the first hysteroscopy since a previous transcervical resection biopsy performed at another hospital found atypical glands in the uterine corpus, which are suggestive of complex atypical endometrial hyperplasia or endometrioid adenocarcinoma. We scheduled the patient to come to our hospital in the proliferative phase. We used TROPHYscope^®^ CAMPO (KARL STORZ) as a hysteroscope. At the start of the examination, the primary access into the uterine cavity was performed with an outer diameter of 2.9 mm with the corresponding sheath in the passive position. The hysteroscope was introduced into the uterine cavity through this sheath. For endometrial biopsy, an extra operating sheath with a working channel for 5 Fr. instruments was used ([@b7-mco-0-0-2053]). Office hysteroscopy showed that the suspicious endometrial cancerous lesion was minimal at the isthmus of the uterus with atypical vessels and a white spot, for which biopsy was performed twice ([Fig. 4A](#f4-mco-0-0-2053){ref-type="fig"} and [B](#f4-mco-0-0-2053){ref-type="fig"}). The pathological finding was endometrioid adenocarcinoma, G1 ([Fig. 4C](#f4-mco-0-0-2053){ref-type="fig"}). Our department usually performs pelvic lymphadenectomy in low-risk patients for precise staging according to the guidelines of the Japan Society of Gynecologic Oncology. Therefore, total laparoscopic hysterectomy, bilateral salpingo-oophorectomy, and pelvic lymphadenectomy were performed. Pathological diagnosis was endometrioid carcinoma with squamous differentiation, G1, 9x7x6 mm, pT1a, ly(-), v(-), LN(0/39) ([Fig. 5](#f5-mco-0-0-2053){ref-type="fig"}). The patient is making steady progress two years after surgery.

Discussion
==========

We report the case of a 40-year-old woman with suspected endometrial cancer; however, it could not be diagnosed by D&C and biopsy using hysteroscopy in hospitalization. The patient was diagnosed with endometrial cancer via office hysteroscopic biopsy. Increasing tumor size is one of the reasons that enable office hysteroscopy to detect endometrial cancer. In this case, we believe that small polyps suggestive of atypical hyperplasia and endometrial cancer that was revealed in the proliferative phase were the main reason for outpatient hysteroscopy. Lately, the number of patients with endometrial cancer is increasing in developed countries. There are a few methods for the treatment of advanced endometrial cancer ([@b8-mco-0-0-2053]). It is necessary to diagnose endometrial cancer early to ensure good prognosis. Although endometrial cancer with tumor formation can be easily diagnosed, it is difficult to diagnose it when it is in the early stages. Therefore, the negative predictive value of normal endometrial biopsy is low at 51%. Approximately 3% of endometrial cancer is missed because of blinded D&C ([@b9-mco-0-0-2053]). Some gynecologists used several types of hysteroscopic features of endometrial lesions for diagnosing malignancy, including irregularity of endometrial glands, polypoid pattern, uneven surface, and abnormal endometrial vessels ([@b5-mco-0-0-2053]). Additionally, some reports suggested that normal hysteroscopic findings do not prove the absence of endometrial lesion. It is necessary to perform endometrial biopsy when there is increased endometrial thickness, with abnormal bleeding ([@b5-mco-0-0-2053]). The use of blind sampling of endometrium, such as is done via D&C, is not an accurate method for diagnosing endometrial cancer. We surely can biopsy the malignant endometrial lesion with the use of hysteroscopy with directed biopsy ([@b7-mco-0-0-2053]). However, we did not detect endometrial lesion in the first hysteroscopy because of endometrial thickness in the secretory phase. Therefore, we performed office hysteroscopy and succeeded in biopsy of malignant endometrial lesion. One of the important advantages of office hysteroscopy is that this procedure does not need hospitalization and anesthesia. The patients can avoid from discomfort of going into the operating room. Therefore, this procedure is considered as minimally invasive and highly tolerable by the patients while still sufficiently accurate for diagnostic purposes. These factors explain why patients tend to prefer the diagnosis of endometrial cancer by office hysteroscopy. Another important point is that it is easier to schedule office hysteroscopy than hysteroscopy during hospitalization. In high volume hospitals such as ours, it is difficult to schedule surgical procedures when compared to a local hospital. We consider the ease of examination an important advantage of office hysteroscopy. In this case, it was difficult to detect minimal lesion in the secretory phase because the endometrial thickness hid the endometrial cancer. It is easy to schedule office surgery in the proliferative phase even if her menstruation is irregular. There are issues with diagnosing endometrial cancer using hysteroscopy. A previous report indicated that hysteroscopy could increase the probability of positive peritoneal cytology ([@b10-mco-0-0-2053]). However, hysteroscopy does not induce the risk of ovarian or abdominal metastasis. This result suggested that the iatrogenic peritoneal spillage cannot induce metastasis ([@b11-mco-0-0-2053],[@b12-mco-0-0-2053]). In addition, there is the possibility that intracavitary pressure by hysteroscopic fluid induces iatrogenic peritoneal spillage of endometrial cells. No spillage has been reported to occur at pressures \<70 mmHg ([@b13-mco-0-0-2053]). Another examination method for endometrial cancer is transvaginal ultrasonography. Berretta *et al* suggested that transvaginal ultrasonography is a useful method for assessing myometrial invasion by endometrial cancer ([@b14-mco-0-0-2053]). Other reports suggested that tumor size is a useful marker for the surgical staging of endometrial cancer ([@b15-mco-0-0-2053]).

Taken together, we suggest that office hysteroscopy with directed biopsy is useful for the diagnosis of minimal endometrial cancer.
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![Microscopic findings before D&C. (A) Histological findings of the polyp biopsied at the University of Tokyo Hospital, (B) Cytological findings of the endometrium at the University of Tokyo Hospital and (C) Histological findings of the endometrium at the University of Tokyo Hospital. D&C, dilation and curettage.](mco-13-02-0141-g00){#f1-mco-0-0-2053}

![MRI findings. (A) Axial T2-weighted image (T2W1), (B) Sagittal T2-weighted image (T2W1). Although (C) Diffusion weighted imaging MRI showed endometrial thickness (red arrows) and endometrial cancer was not suspected. MRI, magnetic resonance imaging.](mco-13-02-0141-g01){#f2-mco-0-0-2053}

![Hysteroscopic findings of the uterine cavity. (A) There was no apparent malignant endometrial lesion in hysteroscopy during hospitalization. The small endometrial polyp was detected using hysteroscopy. (B) Histological findings of the polyp biopsied by hysteroscopy during hospitalization.](mco-13-02-0141-g02){#f3-mco-0-0-2053}

![Office hysteroscopic findings of the uterine cavity. (A) No malignant endometrial lesions were indicated at the fundus of uterus. (B) Office hysteroscopy showed that the lesion was small at the isthmus of the uterus with atypical vessels and white spots. (C) Histological findings of the suspected endometrial cancer lesion biopsied by office hysteroscopy. Red circle, lesion.](mco-13-02-0141-g03){#f4-mco-0-0-2053}

![Macroscopic findings. (A) Macroscopic findings suggested the presence of small endometrial cancer at the isthmus of the uterus. (B) Zoomed in view of macroscopic findings. Red arrow, cancerous lesion.](mco-13-02-0141-g04){#f5-mco-0-0-2053}

[^1]: *Abbreviations:* D&C, dilation and curettage; MRI, magnetic resonance imaging
